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2 2 5-228 


4 




2 3 3-237 
(^) 


5 




2 3 2-235 


6 


O'^^ (2:^m:^) 


2 4 1-244 
(^) 


7 




2 3 3-235 
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^1 (mn) 









M CC) 


8 


O 

>^ 


0 


' (2i^i?:^) 


2 14-217 


9 


O 


2 5 1-253 
(^) 


1 0 




H 

^ (2J^m^) 


2 2 5-229 
(^) 


1 1 


u 




2 3 0-233 
(^) 


1 2 


o 

o 


0 




14 7-148 



5 [(2S,3S)-2-"7 j^^;Vtf^V -:^>-3--f ;i']T5 > • (2R,3R)-bfX(4-p< 
•^;V^>y^;V^^i/)nyN^'^:^(200 mg). 5-(6-7;V:tn- 4 (3H) - 
^"fV'J y v-S-'f ;v)-2-p« h^->^>'XT;v-7't: K(117 lng)^ hvr-b 
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17 

mmMMiomi)^mz.tio '^^^x-^^m^^mu ^m-k^y^^x-m^Ltz^^. 

f-;Vj:.-7=-;i/T?^a-ftf SiiitCJ: [(2S,3S) -2-7i^;Hi*^'; y>-3- 
'<;V][2-^ h^i/-5-(6-7;V^n-4 (3H) -^^ W V-S-'f ;v) 
^>i^?V]r<> ' 2:^mi^(l46 mg)^#7to ill;^ : 259-262^(^)0 

umm 14-80 



* « 
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18 
0. 2 



^1§TQ 2HC, 




R' 


R" 




1 4 






2 5 2—254 








2 6 0-261 


1 6 


6 — n n 




2 7 4-275 


1 7 


7 — n n 




2 6 3-265 
(^) 


1 8 


5 -^^;v 




2 5 1-252 


1 9 


8 




2 6 4-266 


2 0 


5 —^u a 




2 3 8-240 


2 1 


8 — ^'on 




2 8 3-284 
(^) 


2 2 


8 - h V 7;v:^-n 




2 8 0-281 
(5WS¥) 


2 3 


7 




2 3 9-241 
(^) 



wo 02/28853 



19 



PCT/JPOl/08616 



^ 2 § ) 









R" 








7 — ^ b^v 


2 2 9—231 


2 5 


6 -~ bn 




O Q 1 O O A 

£, o I -~ Z O 4 

(^) 


2 6 


6 — "7;^::^" n 


7 -"7A':j-n 


? 8 4 — ? R 
(^^) 


2 7 


6 — no 


8 — ^^nn 


3 0 0-302 


2 8 


7 -•7;V:tn 




2 5 4-256 


2 9 


6 - j>{ 


8 


2 7 5-280 
(^^) 


3 0 


2 - 




2 3 8-240 
(^) 


3 1 


2 - h >; y)Ptu 




2 2 1-222 
(^) 


3 2 






2 5 3-256 
(^) 


3 3 


6 h^v 




2 17-219 
(^) 


3 4 






2 5 7-260 
(^) 
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^3 











3 5 


tK^ ( 2 


2 5 6-2 5 7 {5^) 


3 6 


3— -?<v^^V (2ffl.KJa) 


2 4 0-250 (^) 


3 7 




2 5 5-260 (^) 


o o 

3 8 


5 ^ p< "f - (2 s^m) 


2 7 5 -2 7 8 (^^) 


3 9 


6— ^^'f-;!/ (2Jffi.^J^) 


2 6 9 -2 7 3 (:53^) 


4 0 




^2 b 0 — z 7 d (ttw; 


4 1 




2 6 2-266 (^) 


4 2 




2 3 0-2 3 4 (^3^) 


4 3 




2 3 8-2 4 2 (55^) 


4 4 


3 _^ nn 


2 3 9-242 (^) 


4 5 


5 -7;i':tn 


2 7 4-277 (^) 


4 6 


6 — nn 


2 4 4-249 (^) 


4 7 


6 -•7;U;^-n 


2 5 2-255 (^) 


4 8 


7 _ ^ n n 


2 5 4-258 (^) 


4 9 


7 -:7;i/;t-n 


2 5 3-257 (^) 


5 0 


7 - h V •7;V:fOp{'^;v 


2 6 1-266 (^) 



wo 02/28853 



PCT/JPOl/08616 



21 
^4 



CHaCXv^ 








(*C) 


5 1 




2 11-214 (^) 


5 2 




2 5 4-257 (^) 
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22 
^ 5 





CH30>.^sS?v^ 






(s) L^''"^'^' 

H(S)Q 










5 3 


O 

V 

-to 


2 17-218 
(^) 


5 4 


1 

N ^-s. 


2 2 3—225 
(^) 


5 5 


tr"^ ( 2 J^^j^) 


2 6 4-266 


5 6 


°x:)o 

H (3:^^;^) 


2 5 7-260 
(^) 


5 7 


O 

o i2mmm.) 


2 7 0-273 
(^) 


5 8 


o 


2 3 7-240 
(^) 



wo 02/28853 PCT/JPOl/08616 



23 

g5 (m) 











5 9 


O 

N N (3^^:^) 


2 3 4-237 


0 u 


O 


2 3 4—235 


6 1 


( 3 iSm^) 


2 3 2—236 
(^) 


6 2 




2 2 9-232 
(^) 


6 3 


CH3 ^ ^ (3*aieM) 


2 2 2-225 


6 4 




2 5 9-261 
(^) 


6 5 




2 2 7-230 
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^5 (m^) 



^JxNH 
H(S)Q 








6 6 


ho 


2 6 1-263 
(^) 


6 7 


CHa 


2 4 2-245 
(^) 


6 8 


^^^^^''^^ ( 3 mmm.) 


2 19-221 


6 9 


CHa (3:^m:^) 


2 2 4-225 
(^) 


7 0 


to 


2 6 0-263 


7 1 


^•^^^ (3^m) 


2 3 7-239 

. (^) 


7 2 




2 15-217 
(:^) 


7 3 




2 18-221 
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^5 (m^) 











7 4 


1 


2 0 7-210 


7 5 




2 2 1-222 


7 6 




2 2 2-224 


7 7 




2 7 0-272 
(^) 


7 8 




2 3 0-231 


7 9 




2 3 5-238 
(^) 


8 0 


^*^o^ ( 2 mm^) 


2 4 3-245 



5 [(2S,3S)-2-(4--7;V:j-n-7j^^;V)li°^Uyv-3-W';v]T^>' • (2R,3R)-e 
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;^(4-^'f-;i'^W>f ;i/^^v)3/N^^^(258 mg). 5-(3-^>^ V-;V)-2-;»i 
h^i/^vXr^V-T't: K(123 mg)lSL-0^y') T-fe h ^i'7K^'^b^^^'>^:^ h 
(377 mg) ^ i^i^ n n ^ > (10 ml) izMx.^ M?at? 6 Lt^o ;RJS^^. 

JET®*^. i^V * n-^b^^^'f— (^nn : ^ 5^ >^ — ;V=20:l) 
3S Lfzo m&Tmm^k. v^^-^;v j^- •r;v'T?^^'flii- i t i [ (2S. 3S) - 

2-(4-"7;l':t0 7j^c=.;v) tf^V y^-S-^ ;v] [2_^ ^ v'-5-(3-^7 V^^W)^ 
10 ^v'^WT^ >- . smmm. (129 ing)Sr#/Co ib^ : 233-236t:(^9^)o 
##^J 1 

(1) 5-:/n^-2--?< h^->^:'XT;VT'fc Kdoo g). 

•^;V'(ioo mi)3tt^^mtt-r:^->^lfe#jm(5g)*pf ^^y-;v(800 mDtcinx.. 2 

15 ^L. 5 --/n^- 2 b^>'^vXT;VT't: Ky^^;vr-t^-;u(119 g) 
5r#7to : 98 -100*0/1 mniHgo 

(2) 5 -ynq6-2 ->>J h^i'^^XT^VT't: KV^ f^;i/T-fe^^-;i'(119 
g) Sr X h 9 1: Kn 7 9 > (740 ml) L^i^^. ^^^SfET, -eot: Kl!^m L 
:'i:o ^(Dmmz. n-:/"^;V';f->i7A(313inl. 1.6M^dp-if>'^?g)«'fi§TL7t:o 

20 IWl7a-C30:^m#L7tf^s Ctutc h ^ (256 ml)^fiTL7to # 

mjm^mk.t:m. n n p< > St^Dx. t-^fil U 2N ;jcg|'fb:^ h U 

25 ^;V^n >m(60g) *#;^v:o : 234 - 236lCo 
##faj2 

5_yn^^i/K-;V(2 g)«ry^f-;V>f:;l'AT5 K(20 ml) ^C^mL7t:^^^ 

otjuj^^b, ;jc^'fk"^- > u 'i^A(490 og, 62 %)Sr*nx.7feo mMrcso^mnv 

3'>'fb^'f-;V(6.4 ml)SrAPx.7t:o #^*t7til'g'm*miat't?#zaf^. |w) 
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5 >f >- K-;l'(2.1g)=&#fco MS : 2 0 9 (M+) o 

h 7aL^;l'*;^-7'f >(27g)'S:i^:J-^1?->(l000 ml)tC?#»|U mMT N- 
^rnnH?-^''>>W' ^ K(13.7 g)«-iDx.. 30 ^m#L/co ^v^-c. 2-#y4r^ 

^ -9- > : f^m ;v =10 : l) -r^mm 2- n n y i|r-9- >(2. 5 g) ^ntio 

: 47-49t:o 
##^f!l4 

15 ##^3 tl^^^lcLT. 3 -p<^;v-2 -dr7#-9-U y-;^;^^^) 2-i^na 
-3-^^;V/^/^H?-';>'$-'^figL7to iSl^ : 86 -87t:o 

7-li Knc^E^v^y i; > (1.08g)3tDf h U a::^;i/T 5 Xl.lml) ^^iS' nnp« ^ 
>' (10 ml)JC^ji?L^f^, Ot:iC?&^L b U ^^>>^;v>hi/^#t7[<.% 
20 (1.5ml)S-JOx.7to TOT' 2 B#r^^#-r^o i<^^#?^*>^ 

•3 7-h';7;v:^-n^^^Vj^;i';}?-;V:e-;%e/4ryi;>(1.7g):5::f|L;^^ iU}^ : 57 
25 -58'Co 

^ n ^ ^ v;^ >f V ^ / U > (1. 7g) Sr-^^ UTto M S : 278 (MH*) o 
##M7 
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( 1 ) 6-^ ^ ^i/^ ^ U > (3. 18g) =£r S?^' n n ^ ^ > (30 ml) K^Ml^ti^. 

OVK^mV in-^'nn3g^,t#®? (5.1Sg)^mx.tio mMt-c^^^, mu^^ 

20 v^mmn-f-^o ^TK-^m^u-^^A^jjax so ^mm^i^mLfzo ^Wi^m& 

N-^^i/ K(2.6g)*#^o illl^ : IOI-IO3IC0 

(lnil)«r (10ml)tc$§fi|L}tm, r^^v^-ftV >(10ml) =g:]b0£;to lOOr 

®jjiL-^;V=:8:l)t?3fti!iU V7'ntr;VJi-7-;v-e^^>fkS-#-5 diitcj; «3 2- 
5^ nn-6-p{ h ^^i'^y 9 >(1.3g) ^^fz, mi^. I 107-109t:o 
##f?fl 8 ~ 1 1 

(1) jiia##«^7- (1) tiwi^frcur, msKtmoit^mi^mLfzo 

m 6 



0 




R 




8- (1) 


6 —^uu 


it,^. : 1 2 7 - 1 2 8 r 


9- (1) 




il!^ : 7 0 - 7 1 "C 


1 0- (1) 


7 


: 7 8 - 8 1 *C 


1 1- (1) 


8 


MS : 1 6 0 (MH*) 



(2) ±mm^m7- (2) i:RiatCLTa7tc^m<^'fb'^l^«''^J^L7to 
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^ 7 







R 


CC) 


8- (2) 


6 -i^uv 


16 4-166 


9- (2) 


6 


110-114 


10- (2) 


7 -;^f-;i' 


8 1-83 


11- (2) 


8 - ^f-;!/ 


5 7-59 



^^mi 2 

5 (1) ##M7- (1) tmUizLX. S-yn-t^y; >':d^t>, 3-*/^^ 
^y'U >N-:f^-> K=S:#fCo Sij^S : 1 0 3 - 1 0 5 -Co 

(2) V >' N-:a-^v K(3.0g)> ^ U v U K 

(2.1ml)=£r7" h ^ Kn "7 7 > (90 ml) t;^^ t/cf^. M^imTt? 1.8-i/T 
•*fe'>^'n[5.4.0]-7-'i7>'7'-k>(4.5ml)SrfSTU |W|ia-e 30 ^M^^Lt^o itfe 

rn-t^y >'(724mg)*#7to : 135-137t:o 

##^?IJ 1 3 

y ^) > N-;^- ^ K (7. 2g) ^T^^-ft f- h V *y ^ (2. 95g) C0;ic 
15 (100ml) i&TSLi: uu ji -y{sO m\)(Om^^^kZj}\ix.tz^. ^W'f n 
U K(4.5ml)«r?KTL7to mT'^. ^fa-^mKS^U ^b7tj^^«r7K«: 
yfi;jL-f-;i/ji--r;v-cjllH^iSfe^t-Sii:t::i 3-rn^-2-^y n>(3.6g) S: 
#;^o MA : 260-263'Co 
##^1 4 

20 3-yn*-2-dfyn>'(i.7g)S:ypif^;v^;l/AT5 K (20ml) ic^mu/;f^> 

ot:tc?^Siu iKm<ti- y u a(364 m. 62 %)«>inx.^o raia-eso^M^L 
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nfzo : i5o-i5ix:o 

5 

(40ml)iCri|TL7to mT^&. ^WlX 3 NpF^^i^lit/Co ^^&?^*7K7lc(200ml)tl 

m^i-^^^Lfz^k. m^'^^^i^^j'^-v^mLfzo mm^m&riizx^^^k. 

>'(3.7g)*#/co ilij^ : 206-2071C0 

15 ##^1 6 

5.6,7,8--r h 9 e Kn_2-4r>' o>'(3.54g). -J :>i^)\^>h)VAr ^ K(lml)S. 

20 TKX^^^Mi. :*r;v^'n>7 h^^^^-f -(^^^fv : f^mji^;v=10:l) 
tt^«t ^ 5,6,7.8--r h-^li Kn-2-^'DDc^/ y >(L2g)*#fCo 
MS : 168 (MH+) o 
##1^1 7 

3 -^;v5;i/-4 b^->7 jcc:.;v^n>'^(1.0 g)^ 2-^5' nni^y ^-i^ 
25 'J V(1.4 g). i^m^'^'^v^'i? A(62 mg). h V h V :7 ^ > (169 mg)25.(y^2N 

^m*^h'J'i^A7K^^(4.2 ml)i^i^^f-;i/^;UAT^ K(10 ml)tcJjDx.> 
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i^-tvXr;^^ K(2.i g)^nfzo m.^ : iss-isy-Co 

##^?0 18-39 

##f?fli 7i:TOicLT, ^sfamo^n-g-ti m^mi 8-39) ^^^l 

a 8 









cc) 


1 8 




13 7—138. 


1 9 




10 3-105 


2 0 




14 4-146 


2 1 


CH3 


12 4-125 


2 2 




17 8-180 


2 3 


'-co 


17 6-179 


2 4 


CH3 


116-118 
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^ 8 % ) 











2 5 




12 7-129 


2 6 


CH3-^N^ 


14 1-14 3 


2 7 


bo 


7 7-7 8 


2 8 


CH3 


12 2-123 


2 9 




119-120 


3 0 




16 5-166 


3 1 




9 5-9 6 
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^ 8 S ) 











3 2 


xo 

n 


2 0 4-206 


3 3 


O N 
CH3 


19 5-197 


3 4 


xxx^ 


2 19-221 


3 5 




15 0-152 


3 6 


XT: 


2 2 2-224 


3 7 


XO 


15 7-159 


3 8 




13 8-141 


3 9 




2 12-215 



##^4 0 

5 5-:/n^-2-^ h^'>^>'XT;VT't: K(1.6 g)s 2-^>V[h]^^y 
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y >Kn ^^(i. 1 g) , ='J^h. (139 mg). h 'J h y 7 ^ > (376 mg) 

2Sty^2N h A7lci#?8[(3.7 mi) •^;V^;UAT ^ KClS ml) icADx.. 

-pi h^->^>XT;V7't: K(1.0g)4:#7to Sll^ : m-YlVX:^ 
##^?I14 1 

##^?!I4 0 5- (^^VM^yV-- 2 --f ;w) 

10 ^i^^^XT;^^ FSr-^^Lfco iH^ : 1 8 2- 1 8 4^0 
##^»J4 2 

^^'V'[d]'f-TV-;i-(2.9 g)5r-r h^t: Ka79 V(30 ml)t'?#ft¥t7t:f^. 
^^^^T. -70'Ctc?^4PLn-:/'f-;i'V'f-'i'A(i5 ml, 1.6M 
^fiTLTto Rra-eso^^^bTtm. J^'fbh ';yf-;i';^x (6.9 ml)=SrMTt 

^^U 2-(h'J7--f-;v;^X)^>y[d]'f-T:/-;v (7. 0 g) Sr^f fco : 150 

-152*0/0.9 mmHgo 

##^4 3 

20 5 -7*a-t-2 h^v'^>'XT;l'-7'K Kd.O g). 2- ( h r^;Vy?>X) 
^>V[d]"f-TV-;V (6.5 iiW^WXT. 3.=-}\/f^7s7 ^yf^'yV^ 
A (326 mg) «:>^p« •^;v^;i/AT 5 K(10 ml) frCtDx.. S^^i?ET 120'C'e 30 ^0- 

•e^H^-fk-t-s^^J-J: 5- (2 -^>V[d]f^TVy;W) -2-;^h^->^ 
>XT;V"7»li K(451 mg)«-^#/io ill!^ : 191-193'Co 
##t^4 4 

5-7;v^n-2-T^^^m#m(3.5 g)tmT< K(3.6 ml)=^ii'^U 
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m^^t-r^ ^tiizx^ 6-y}\^tu-A-^i-V^) y> (3. o g) 5r#7to mj^. : 

255-257*Co 
##'e?0 4 5 - 6 1 

^9 



^ A 


^> p'U 




IS. 




4 5 


6 -JX 




2 6 1—262 


4 6 


6 -^^ nn 




2 7 0-272 


4 7 


7 _>}r nn 




2 5 4-256 


4 8 


5-^^;v 


tK^ 


2 2 5-227 


4 9 






2 5 6-258 


5 0 






2 12-215 


5 1 


8 — :i'nn 


tK^ 


3 11-313 


5 2 


8 - h U •7;i'^n 




2 3 5-236 


5 3 


7 - 




2 4 2-245 


5 4 


6 h^v 


7-^ h^v' 


3 0 0-302 


5 5 






2 7 3-275 


5 6 


6 -7;v:^-n 


7 -7;V:tn 


2 6 7-268 


5 7 


5 _^ no 


8 -^^nn 


3 5 2-353 


5 8 






2 4 7-248 


5 9 


6 


8 -;>(-?^n/ 


2 5 2-255 


6 0 


6 -rn^ 




2 7 2-274 


6 1 


6 h^^i' 




2 4 8-249 
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6 2 

m^m^Atmmzvx. riat?'; k [2, s-d] \£v^i^y-4 (sh) 

> Sr^fig U;to il!^ : 2 5 8 - 2 5 9 t) 



5 ##^J 6 3 

##^ffl4 4 tra*^tlLT. TIB^VV* [g] ^-^yv>'-4 (3H) -:t:^ 
Ltzo Sfe,^ :282-283'C 



##f^6 4 

10 2-T-b:-^;V^m#m(3.0g) K^i^V 1 ;!l^%(9 ml)=^?I-^Ls 2 NfK 

T-;v'CJi|I^t5fe^^, ^^^l-'S C: t tc J; «) . 4 i (2H) -7 ^ 9 v^y v 

(2.8 g)«-#7to iSaj^ : 226 - 227"Co 
##-^6 5 

15 l.B-'f V^y U >S^:r-;V(20 g)=Srr h^t: Kn79>(480 ml)tcM?^t 
^f^. 0'Ct::J^*IlL 4-(2-ii Kn^i/Ji<^;i/)^;V;j^i; >(15 ml)i: h "7^ 

(23.5inl)©x h^t Kn7 7>(80ml)?§?fi[«r?KTi-^o 30 ig-^^^^ L7^:f^^ 

mm^Wi&TKx^^m^, r^v-x^^B^-fb-ts^ittciJ), 5-[2 

-(4-'=e;v>^i;y)xh:^i/]-i-^y^ynv(2i.6 g)^ntio m^:m- 




o 




o 
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175t;o 
#%'M6 6 

u>^^Wu\^fz^ 16^ : 1 9 2 - 1 9 5*C 



##M6 7 

(1) rJV(150 ml)l' n-r"^;i/i; ^-5^^(78 mU l.m^^^> 

V(18.9 g)O>^J^-^;Vx.--r;^(l50 ml)?&T8[«:|^zaTfiS5TL:rco raST 30 ^ 

®*^lltL, 2N :feg:®b!lc?g^Tet=S:jbnx.TiJ14 (pH=4) i::L;/to i tttci^i? a n 
> (200ml) «-tnx.. ^^JULj^o ^fcv^t??^*^® SrfiUfntfeJSTK-etJfe^L, 

15 S<lif SiiilciJ: 2--=r^>'>f ;v^.t«m(l2.0 g)^#7to iSi^ : 176- 



(2) 2-:=-n-^y ^;w^,it#m(11.5 g) J- ^ ^ - ;u (300 mOlcJ^^iLx 
t: K9i^> 1 7KSlig^(3.7 ml)iD;i, 7 B^Kinl^jtmLi^o W^^. ^W^ffib/cjjg 
J. 5^ y -;vei!fe^-t S iticj;»),4--3f-y>f ;v-l (2H) -79^79^ 
20 > (9.9 g)«'#:fco Sil^ : >250t:o 
##^6 8 

^^^»i£T. i3-7''^;l/'Jf-'^A(4 Om K 1. 6 M^^-^-v^lgL) trx h 
Kn7 7>' (10 0ml) iCtiITU ^*t*-78'CJw?^^U ^v^T^x 
•^;i/r ^ >(914mg)(?37^ h 9 t Kn^^ >- 25ml ?&fet*?iTU7to f^Tt^ OX^\z 
25 30 Lfc^> SU^KlI&m'&J©?: -78t: tc?t*P tTto i C o- b 




5 



O 



i79t:o 
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;u>f;V@g(3.40g)<^«r h ^ li Kn 7 9 ^ 25ml ^Wi^mT l^tZo fSTf^OtltC^ 
(L96ml)<^7^ h^fe: Kn:77> 25ml r^m^rT^TL/io 7^Tm^ ^^a-C— Bfe^ 

;VCO.^«.) "C^ISiU 3 -^^^1^- 1 -'T V^yn>(95.3ing)S-#7to ii!i!^:212 
-215100 
6 9 

10 ( 1 ) 4 - r o ^ y ^ ^ (10. 4g) ;St (yf;^'fb l,3-e:^(i;y :x,cz)\,^xy ^ 
y) -fu/^y^y^ju (I I) (2.71g)oyj^-f-;Va:.-'r;V200ml ?§^IC. 3.0M 

^•f-;w-7^^^i/'>A-rn 5 KA:^^-^;i/j^-7";v^^^(33ml)«- OtJ-efSTUs 7 

^?£Sri^mJ^^;l/T'atBL. 2N m^TlcM^inxfCo i6O7K/it3.20%7Km'fb 

m ^m^mmf- w^j^ -eig^eif^, Msrsii Ltio mmnm^ -> «; * 

)V^V^y U >'(7.16g)Sr#7to MS : 14 4 (MH+) o 

(2) 4 V^y; >'(3.02g)Oi^nn;jN;VAj^?8[ 50ml =^ O^t;}^ 
20 *PU /n-^'nniIi^,t#m(4.0g)*mT. ^Z^-C 3 ^Wm#L7to -g-t^f^. 

K(2. 23g) *#yto ife^. : 130-131'Co 
25 (3) 4 V ^N-^^-^i^ K(2.22g)<50i/^^;i^;jx;l/A7^ 

K 30ml ^?^tr4K7X h •7;v^ni^l?(3.87ml) ^iJPx..mz&-e 6 B#M^^L7t:o 
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^^-f- itt-^^'^>mm^i^)\^= l/2~0/l) t?Mi!iU ^ibfitzit^m 
!grj:.--r;vt?t5fe^. -?^flXt^ v^y n >- (2.23g) *#f;o Si 

: 170-172X:o 
##M7 0 

5 (1) S-rtt^-o-^-yU>(U.8g)<D7'V^\^Vuyy> 300ml r^tKiC-T 
A(2.92g)*Jax.. 3.5 ^KiDllfe^^ftL^o m^^M^mt: OX:K^m^. 
i^;<^;l's3^)VAT5 KdOmDcO'T V 30ml mWi^mrLtio 30 

(n-^^-9->'/@^®?ai-?^;V=10/l) -C^filiL. 2.3- v^;>« ^^V^VXT^V-ft: 
K(9.83g)S-1i^/Co MS : 1 3 4 (M+) o 

(2) 2.3-y^f-;v^>Xr;l'7't: K(9.80g). v'^' n^i|r'>;i/T5 V 
(8.70g):S.tFp- h;VJ:.>x;i/;}^>M(695mg)0 h;!/^!^ 150ml T'^f- 

15 > • ^ (Dean-Stark)^«$rfflv^T-Bfeijnit^«t£L7to a^?m#i^Sr?^^ 

Xr;VT'k K i^i5^n^di^v;v^ 5 > (14. 57g) Sr|§^<, gjl^ : 40-44^0 

(3) 2,2.6,6--r h9;>«-^;vtr^';>'>'(5.93g)<^xb9li Kn-79> 
100ml ^^TSt^r-lsricj^SPU. iim.SM s-:/f^;V'; A/i/^^ n^i|r>9- 

20 >'?#^^(32.3ml)S:inx.s -15X:-V 15»mWVtzo MlClWIjaTT? 2,3-^^ ^ 
;v^>X7;VT'ti K -y^^u^^i^jv^ (4.30g) SrJjnx. 0'C-e20^3-^ 
^$L7to ^tL\,Zi?^^)V:^)\^A7< K(2.71ml)=£rljnx.^^. ^fi^c#?au 45 

25 *i^y-;wtc^^U 28%T>'^^77X^?S:i00ml S.C;ff^®J6ml '^inx.. - 
i^miSOml =SrjtlPx7to CK^Tkatc 10%7Km'fb:^ h V -i^ A7fc?#^*iinx.J^tt 
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■^^■9->'/S^^jn'?^;l/=4/l) "C^iSiL, 5 -^•?^;i/>f y^y »; y(621m) 
Tto MS : 1 4 4 (MH+) o 

( 4 ) 6 9 ( 2 ) r^^<55$|f^*ff v\ 5 - ^ -^^^V-r V ^ y; > (621nig) 
S-^-^^V-f V^y U >' N-*^v K(532.1ing)^#7to il!l!.^C : 114- 

5 117X^0 

( 5 ) 5 - p{ V ^ y V > N-^^S/ K(521«g) KmymB. 11ml Sr Jp 

h V ATlcvt?^ 9ml ^IJUk. 1.5 B#F^»MililUfCo KiSm-g^t^iC 2N 

^^n-^ b^^-^^^r— nn5!h;UA, ^v^-e^^ Dn*;i'A/T-fe h >=20/l~ 
10/1) -^mmi.tzo nh*i^tz^t^!l^^z^:^^)V:x.-f-)i''QmWL'tz^. ^ML. 

5-^-^;v- 1 -><v^y^u>(3iim)^nt:o : i87-i89ro 

15 ##^J7 1 

(1) p- h;vT;i'7'ki K(8.4ig);Ry^T^ yr-fe bT;i/7*ii Ki^^^;vTHr 

^ - (7. 36g) <^ h y 50ml r'-f - > • ;^ - (Dean-Stark) 

.20 lOVKl^mhfZo i^xtC:^'fb^mj:-^;V(6.69ml)=S-*Dx.. -10t:"C 5 :^M#L 
7?:o ^ ^ tc, BLJ^^m^^^mBLK^iMLL. M'J h U ^ ^;v(l0.3inl) =£-iPx> 

itLtCEm^iJ'>'(46ml)S:linx., r HB|jDl^M«l£L-to 20%ym.^ti-hV^ 

io%;icm<k-^ h >; j»7Km^^mx.mMmz u^m. ^^^^ n n > ^ ^t^jsttj t 
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SHU 6-pf^;v>fvdE^y ';>(l.l9g)*^§fco mi,^ :88-9ix:o . 

( 2 ) ##M 6 9 (2) t mW<Di^i^iff^\ V ^ y; >' (SSSmg) 
:d>'c>> 6 y V > N-:i-^v K(887mg)^#7toii.^.:i43-146'Cb 

(3) ##M70 (5) t|l#<^)^f^«rJfTV\ 6 •?^;^'f V ^ / V >N- 
5 K(887ing)5&^<c>, 6 - j« 1 ->f y ^r^ n v(651ing) *#7to iUlJ^ : 

186-188*00 
##«?fl7 2 

(1) ##^^7 0 (2) i:|wI;^<^^f^SrJffv^ 2, •f-;V^>'XT;V7't: 
K(9.80g):d>tbx2,5-v^-^;v^>'X7;W"7'k: V i7 xi 1/ y( 5 >'(15.7g) 
10 *#7to ill.^ : 34 -36t:o 

(2) ##^?D7 0 (3) traj|||<^^f^4:ffv». 2.5-'^^ -^^V^vXryVT* 
t K ^^^'n/^^i/;v>f 5 >'(4.31g)/6^<bx 7 -^^;V'f y ^/ V V(718ing) =S: 
%ito ife^ : 64 -67t:o 

( 3 ) ##^J 6 9 ( 2 ) t |WI;jtcom^«r^TV\ 7 - ^ y ^ > (701mg) 

15 i)^h. 7-^-^;V'1' y^y WN-:t^^^ K(500«g)^#7to il!!l^:84 -88ro 

(4) ##M70 (5) t|^#<!0^f^^ffV\ 7-^^7l''l'y^y'; ^N- 
:t^e^K(493mg):**?>x 7 1 --f y ^y n >(306ing) «r^#7^:o ilfe^ : 
197-200"Co 

##«^7 3 

20 (l)##l?fl7 1 (1) .!il^^<^^f^^^fv\ o- h;VT;V7='t K(8.41g)j6^^> 

8-p<-^;v-f y#y >(3.59g)«r#^o MS : i 4 4 (mh+) o 

( 2 ) 6 9 ( 2 ) ra;^<^i^f^4'tf v>> 8- •^^^V'f y ^ y >; V (3. 57g) 
t-h. 8 y#y U >'N-:t-^-> K(2.60g)*#:feo gi!^ : 140-143*00 

(3) ##|?||7 0 (5) tra^0^f^5:^fv\ 8-^ f-;V-f y V ^'N- 
25 :t^v K(2.60g):6*e). 8 1 y^y n v(2. 15g) ^^f^o i*^ : 

144-146ro 
##M7 4 

( 1 ) 2- '>T y ^ 'f-r^'^MJWWLj^ •^;vj^;^y-;i/(5. 26g) >' 40mi ^ 

Z'&imiti- V V A^K^igt (22.5ml) ^in^T. ^zat? 2 NfK^^tTto 
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^ML. 2-^^77 ^^;i/^m#®?(4.57g)«:#fv:o WlJ^ : 117-120t:o 

(2) y :^^JV^M^m{2.42g)(Dm.<t^^Uy (30ml) ^f^^ 0*C 

^rno-i - ^y:^ryn>(l.39g)S:#7to : 216-218t:o 
##^^ 7 5 

o-y)l^tT^n^>&m(3.32g)K. ^it^t^?V (30ml) RZfi^^9-Jl^^?l^ 
10 AT^ K (0.2ml) «rUDx.. Mza-C-ilfemi^LTlio BLBWi^m&mmVfzm. 
mk^i^t^-^y (5ml) icv#^»LfCo 0*CtC?^^U Tv^'fb"^hV'i^A(3.90g) 
cOtK (10ml) (3ml) ?^T8L=£r?iT Lfco Rf&?£*^za-C 2 Nf^^ 

m> mmTxmmLfzo mm^^m^t^^i^yiimmLti'ik. 22ox:Ki}mLfz 

15 y7aL^;V3^-x;i/ (15ml) IcMTL. 220t:T 2.5 ^TO#L;to 

l5fe^U %fl5it;tm, S^®^3^^;i'-eWI^Bl,L5-7;i':^o-i->f v^yn>' 

(389mg) «:#feo Hl^ : 263-266t:o 
20 7 6 

(1)##^71 (1) tlSI^tciLT, p-^'na-^vXr^l'T'ti K(9.84g) 
6 -^^ nu- 1 V^y U > (373mg)*#7to ift^, : 38-40^:0 
(2)##'CT6 9 (2) i;|wI;ltt-tT> e-^'nn-l -^(v^yv '✓(362mg) 
Tb^h. e-^^nn-l-^f y:?fyi;>N-:^^i/K(386mg)S-#/io il!^ : 168 
25 -mVo 

(3)##f?y70 (5) a:|^#lctT> 6 D n- 1 ->f v^y »; >'N-:^ 
K(386mg);6^^. 6 -rJ' n n- l y^^p y n > (285mg) «r#/io Sft^ : 271 
-273*00 
##'CT7 7 
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(1) 1 (1) i:ra:^tcLT. p -•7;i':^-n^vXT;w-rt: K(8.69g) 

^-tb. 6--7;V:t-n-l-^ V^>'V>(102ing)$:#fCo li^ :50-53t:o 

(2) ##^J69 (2) tm^KLX. 6 -•7;V:^n- 1 Vi|r/ i; > 
(102mg):*^<b. 6-7;V:j-a-l ->rv^y U K(105ing) =&#^o 

5 sas^ : 223-225IC0 

(3) ##'P!I70 (5) tratHt-LT. e-y)V:i-u-l — 
K(105mg):d*«b. 6 -7;V:tn - 1 ->f v^y n V (l03ing) *#?to ill! 

: 211-212'Co 
##M 7 8 

10 ##«aj7 5 tlBl^tCLT, p-^'nnttv>^®?(3.14g);6*<b. 7-^'nn-l 
-^V^yuy (411ing) Sr#^o St^ : 256-258'Co 
##^?d7 9 

##^?IJ7 5 i:ra^lCLT> p-7;V:tnttv>;^^(3.32g);5>fj. 7-7;W;j-a 
-l--f y n > (284ing) Sr#yio SS.^ : 234 - 235'Co 
15 ##^J8 0 

##*?fl 7 5 ^: iBl^lw UT. p - b V 7 n p< •^;V^tv^;&@fe(4. 32g) <b ^ 7 
- h V7;V:tn^-^;i/-l-^ Vdpyn>(456ing)S:#fc:o ill^ : 185-188t:o 

3->^;v^;i'-4-^ h^->"7 j:.^;v**n y^Cl.B g). e-y)V^ti- 4 (3 
20 H) -^•:^y'Jy ^(684 mg). g^^^i (I I) (758 mg). fcf yXl.7 ml):®. 
CF4A-=EU^:x9-y'-r(2.0 g) * v?j5^ o n p{ ^ V (30 mDlCjOx.. ^iST 2 

5;xf-;vjc-r;vt?$§^>fbt-^^ tict 5-(6-7;v^o-4 (3H) - 
25 >-3->f;l')-2-^ h^^/^>XT;V7'li K(691 mg)*#7to ill 

: 233 -234*Co 
8 2-130 
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^1 0 
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8 6 


5 




2 3 0-233 
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6 -:/n>t 




2 6 4-267 


10 0 


6 - ^ f dp V 


Ties 


2 2 8-230 
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^1 1 





^* |7U 


Xv 


a* A- /'*-»^ 


1 n 1 




19 8—199 


1 n o 


O O it ^ 


18 2—184 


1 U o 


/I -J »i , 
4 — ^ v^yU' 


2 2 4—226 


I U 4 


& — > T^yl/ 


19 9—202 


1 A 
1 u 0 


D — > *7^yk 


19 1—19 5 


1 U u 




2 0 0—202 


10 7 


8 — -^^V 


1 fi 7 — 1 fi 4. 

X \J ^ X \J 't 


1 0 8 


.-^^ 


15 6-157 


10 9 




2 2 5-226 


1 1 0 


3 — nn 


2 0 0-203 


111 


5 — 7;i':^n 


2 14-216 


1 1 2 


6 —i^uu 


2 3 3-235 


1 1 3 


6 


2 13-216 


1 1 4 


7 -iJ' DO 


2 5 3-255 


115 


7 — 


2 3 6-238 


1 1 6 


7 - h V 7;V:*-n;»i-f-;V 


19 8-200 
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;1 2 



CH3O 
OHC 



15. 









1 


1 7 




2 4 8-250 


1 


1 8 




2 17-220 


1 


1 9 




19 6-198 
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^1 3 









sm^ (V) 


12 0 


-bo 

Oa 


19 9-202 








12 1 


o 


2 3 3-234 


12 2 


1 

xo 


16 9-170 


1 2 3 




2 2 3-226 


i Z 4 


H 


2 0 1—202 




O 




1 2 5 


o 


2 5 5-257 




o 




1 2 6 




2 4 0-242 
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48 
^1 3 









CC) 


12 7 


O 

Co 


2 2 1—223 


12 8 




2 4 0-241 


12 9 


to 


13 4-135 


1 3 0 


^"00 


8 3-87 



##^?a 1 3 1 

5 5-(6-yn^-4 (3H) -^f-VU/>'-3-'f;V)-2-p{ h^->^ 
>XT;i/T't: K(1.43g), vT WfcMI&(935mg);2^iyf7^ h ^ V ^i-;^ 

^7.7^ >')/N-^S^'>A(460mg)*y^^;i/s}^;VAT5 K(15ml) irinx, 

;vjc--r;v-e^^'fk-r-?>i tlCi 5-(6-'>Ty-4 (3H) -^:^y* 
V/>-3-'l';W-2-^ h^->^^Xr;i^r'li K(427mg)«-^i7t:o il[^:291 
-292100 
##f»J 1 3 2 

15 ( 1 ) 2- r 5 y ^,t#m(5. 0 g) h V 7 nB^l?(50 ml) KmM L, 18 
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5 e^mJ^-^;v=lO:l)"^3jiiiif -sciiitcj: 0. 2- h'; "7;v:tn^^;i'-4H-3,l 

(2) 2-Y U 7;U':tn^-^;V-4H-3,l-^>V[d]:t^^?-5^V-4-:tV 
(4.3 g). 4-^ h JpvT-'J X2.7 g)S.t;'M'J >^ h y :cr^;V(5.8 ml)^: 

2- h •7;i/tn^-^;v-3-(4-p« h^'>7a^^;v)-4 (3 H) -^i^V) 
15 >^>'(4:0 g)5r^fyi:o Sll^ : 159-160*Co 

(3) 2- > U 7;v^n;^-f-;v-3-(4-^ hdj^>"7aLri;i/)-4 (3H) - 
^i-VV y v(2.0 g) =Sr b 7;i':rni^gS^(20 ml) 

Ix^x b95>'(8.8g)«r3!jn;i2 HMiDit^SmL^o illc^^f^, KBm^m^n 

5-(2- h U 7;U:rnj?<5^;i/-4 (3H) y i^-S-'f ;W -2-;^ h 

^'>^>'XT;V7'e K(439 mg)'^mZo : 211-213t:o 

25 



wo 02/28853 



PCT/JPOl/08616 



50 

ft * <^ ® H 

1. -^^ (I) : 

1 

(I) 



5 ^"f. RMi, ■^■Tum^tLx^mm^. mmm.'^Rimnm^ai-^h 
m^mm^^m^mii. ^^ur>m^. :^^y^. ^hn^, i^r^s^ 

^ fz tf V v;u^t?a^ ^ tttzim. r ;w n ^ i'^. ^ V- a \£ 

R^iiTicmm^. /Nn^^l^^, -fajftT^v^^Hfe. >'>nry<g:aT;vdp 

RMiTK^M-T". >'>nr>'j!i:^. 'II:0T;v^;V*. ^^^-5r'y jg:igiT;v^ 
15 tTtJifMT;^^^^/*^^-!-, 
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^v^j^))i^m. 

^;^St?ab^?^ ^M^^V^vSs ^yn^;v^, >f V^y ^^;^^i7^:^i^:^ 

6. R' :6*>'^^r>lg^t7t:^±^g:SiT;^^;mt?SI^|§ttTv*T^> J;v^ 1 - 
$ttrv^T^ c!:v^4 (3H) -^f-y; y >'-3 --r;v*-e*>^»^o|6H^ 

20 4:gfa®0>fb'^%o 

7. ^(11) : 




R^ii^mM,^. ^^tiy>m^s ^r)i^^)\^&. ^^uyyi&^ 

25 T^^^ttS'fk'^tTtti-^O^^i:, (III) : 
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(III) 



m^mm^m^^mis ^^uy>i^^, t^v^ ^hn^g, vt^&. 

v^;v^)&^f>3ifirtt^ l-3'(H<^»-Cttm$ttTv*T^> J: <. ^ 
RM±7jc^M^. ''^ari^M^•s '(feiStT;v^;i/^, /^n-Ty^Mfcr;!/^ 



m^m.m^^'m^^ii^ ^^-ory^.^. :t^ym. ^hn^, vry^. 




(I) 



8. -m.^ (Ill) : 




(III) 



wo 02/28853 



PCT/JPOl/08616 



53 

5 RMiTfc^M^. ^^Nn-^'vM^, iSStT^v^;!/!!. >'^^r/fg:jKr;^^ 

10 10. ?&il^±<^^^^53'^LT<^j!effi07ti60ff^<D|&H^13g~^6:^0 

15 v^-rttjj^ 1 mi'mm(0'(\:^m(D^mo 

20 13. BISlii/ctig^MM'i'TJb'&W^tOllffl^l 2 
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